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(54) PREVENTING OR IMPROVING AGENT FOR 
HYPERTENSION OR MEDICAL SYMPTOM 
CAUSED THEREBY 

(57) Abstract: 

PURPOSE: To obtain the subject new agent containing 
adioxabicyclooctane deriva tive having a specific 
structure as an active ingredient, capable of 
significantly suppressing the elevation of a blood 
■ pressure, and having less adverse effects and a high 
stability. 

CONSTITUTION: This suppressing or improving agent for 
hypertension or medical symptoms caused thereby 
contains a dioxabicyclo [3. 3. 0) octane derivative of 
the formula (R 1 to R 6 are each H, a 1-3C alkyl, etc.; 
(n), (m), (I) are each 0, 1) [e.g., sesamin, 
(2 ( 6-bis-(3-methoxy-4-hydroxypheny)-3,7-dioxabicyclo [3. 
3. 0] octane), etc.] as an active ingredient. The 
compound of the formula is obtained, e.g., by purifying 
and isolating sesame oil extract material obtained by 
extracting a sesame oil with an organic solvent such as 
acetone, with a conventional method such as a column 
chromatography. Also, it is preferable to administer the 
compound of the formula with tocopherols for the 



potentiation of its preventing or improving effect. 
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fc«PS4«^, *»wo»«#oiait Lt\ 1 

B*fcD0. 1 mg— 1 g, #4 U<li0. lmg-200 
mg, $<btz#4 L<li0. lmg-l 0 0mg<oea-C®£ 
MI3 L rft#i- * i t rt'-C ft -6 o 
[0 0 2 6] f fc*4»!0||*flett, «SWfc*U h 

a^ai*, «;4oiw^J24>t*#o«w asm, * 

0. lmg-2g, »4L<li0. 1 mg- 5 0 Otng, S *> 
K»*L<ti0. lmg- 1 0 OmgOlEH-P, i/;*iP 

0. 0 1 mg~ 2 0 0mg> ftilXliO. 0 lmg- 5 0m 



(7) l$0fl¥8-2 6 8 8 8 7 

g, 8^:4*4 L<li0. 0 lmg- 2 0mg<O&fflT\ 

tt*tt i fifi»t:*t l rtftStftflJ a* o . ooi-ioo 
osffisis, ft* u<iio. o i -l o offiftw, se>u. 
«f*l<«*o. o 2 9-4 offisscoeH-c, ansoro 
ira^-fa-t^ft*,, . 
[0 0 2 7] *89jmlt*tt(*« ffi#05ta+J: ") *a 

bi>tetlX^2><OimbfrV&i>o 4fc, 7il"frOIR 
10 Cittt-^aUttU -b*5 >2. 1 4 g/day /kg«r 

2iiiHjSfi: «ina4) Ltt:%, fflf>»Tt4ffi#tii 
[0028] **w»»*fcXtt*tt*fc*±rt»iTr 

>1, ®ffl)S. *»)A. «?ft> Ift^fttOftBljt 

20 &> YVj'yVy* ->3-h 

[0 0 2 9] 2^«R*A. «66Hlt« D nt LT«v»*» 

flaw* «j ax?* k, *atn*»wwo<is, 

fix*, Afb«» #*WjWE***ifcS» 

[0 0 3 0] *^OlfcAB 0 D li. 

1-5 0%7W4 Lv»j}*!|#i;ffi5£$tL*<)<0f li^u^o 
4/t:fiK^ n D n , «ttttftatLT08Wtt. J9JlllEffiX 

E»«ft»at-«^<*«±o*»fl>T»c, mist 

[0 0 3 1 ] *%mzt5^X. *%W<Of$&#i&n6f} 
50 »cfi*rU«v»ftfiH»t«*, 0!lxlfW«^«rlK^i:Lrv> 
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(8) 



#B3¥8- 2 6 8 8 8 7 
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U v W$tf h ft h t\ «j i WM t ? h fo-m 

X-$>*Ti>. fiMS?)MS u a <t * <0f£-&# 

L<(+0. 8mgWT<04O, Wi-f-coftJct/O 1 B 
JRlRft&fc'K >, tt^-*, xfcT-fc-iM 

xkT-tr-frS 2- (3, 4 -> 

f^v«'/7i^) -6- (3-p<h + v-4- 
t Kn*->7xx*) -3, 7 n 

[3. 3. 03 2, 6 — kfX- (3->h* 

->-4-fc Kn*->7xx;i>) -3, 7-*s***\£*s 
*u [3. 3. 0] t*?^ Xl±2- (3, 4->f- 
1/ 7 xx;U) -6- {3-* h*v-4-K 
KD + -/7i; + y) -3, 7 -v*** tfv?n 

[3. 3. 0) 9 0. lmg* 

S3, #tL<l + 0. 8rogWT<0<)Oli, $&9J<Oi§jgft 
£3SKM L £ vtfcttfcK* J ft& » 

[0 0 3 2] *^WOlfcft B a pli, iSilE!£X<i-*-ftl-£ 

LT, B$i LT1 B*fc^#$6W<Otf*tt*>igA**l 
mg- 1 0 g> ffi L<lilmg-2 g> SfeUifi L < (i 
lmg-2 0 Omg^KH-CilP^Sit^wt^St L 

ttttB»ft*±«»t-*-*ttU»(i, J5t8tft&K ftt-f- 
rr7iO-;p«ttti:RWr*-tCJ:t), $HW<0 

$t LT 1 B^fwO^IS^coif^ftO^fi^O. lmg- 
2g,»iL<(±0. lmg~5 0 Omg, £e>C<tfi L< 
liO. lmg- 1 0 Orog^UST, 
ttBMt*J t OE*ik*l*, #ISW«>8J$# 1 £ft»K*t 
LTttlffifWJ^O . 0 0 1 - 1 0 0 0&ESB, L < > 



14 



*U0. 0 1 - 1 0 0ftfi8&, S^Cffi L<li0. 0 2 
9-4 OSfiS&coiSBT, £P*Pjl?ft*.ri:7>'g£ L 

V>o 

[0 0 3 3] 4J3*»WOtt*fc«:*K«U**Lfc^ 

v. imam* »i:h37xD-*«mLTv>*ft 

1 M»t:*tLTttJMk*J* t 0. 0 0 1 - 1 0 0 Offifi 
/0 SB, ft* L<li0. 0 1 - 1 0 OSfiBt, I 
<liO. 0 2 9-4 0 M:86<OJt$i&* J: 

1 0 0 3 4 1 HiSfflJ 1 . SD#«tt9*h (M2 0 0 
-2 4 0 g) 2 6E£3»»:#(tfco 3 ?>I*J,2 

mwfcuafr'jyT* (rtffio. 2™) s-nsu 2K. 
1 cffl*tt**E*r**fl*u (1 oe) 
20 t *■» 5 > *W ( 1 1 E) fcfritfc. 

5>^lil%*56W<Ov^*-ttrv^n (3. 3. 
0] * ? 9 >®%fc(omi!® (•fc-t5>: 5 1. 5%, 
xfcf-fc-ifS : 4 7. 8%, -tcoffeov^.+^trv^o 
(3. 3. 0] *79>ffi&&: 1. 1%) «:E-&-L£ 
-t-fr^afcJM.fco »■) lff(i*ft«» (5E) tL 

jfaEfctail cuff fe*ffl^Til5SL/Co $S*«rll] 1 

to 

JO [0 0 3 5] 
HU] 



*a (g) 

OBfiS (»g> 
£«SSft+*t>MXft (ng) 



388.20+11.83 302.30±16.44" 307.27±11.34* 
10T4.80±40.29 1112.901 55.94 999.82 ±51.54 
728.40±29.73 816. 10±39. 66 732.55±38.06 



(og/g) 2.70±0.04 3.71+0.15" 3.24±0.08*** 

(S4>S«fi+«FliBKfi>/*S (og/g) 1.83±0.02 2.72±0.09" 2.3710.07*"* 



*ftffif»»=»LT"P<0.01 
«a*«C»tT »P<0.05. **P<0.01 

[0036] ?f)C. 4jaffl^wmw?./ h XI-iM* 



[0 0 3 7] aj|fl2.. SD'*»tt?7h ( 6 jafiS) 2 
lE4r3gp»c«-(t/io 3P^F*I2PliM-7?^ia«:fflm 
L> liiW^J: ODOCA (»Kr'*4r->3n'f-3^7 ! - 
nv) ^r^TS4 (1 5mg/Kg, 2@/ji) fcfiV. 1 



(9) 



ftg?l¥8 - 2 6 8 8 8 7 
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%«l*«r«3RS*-C DOC A&*M5ifal£*f';u 
U #illt# (7 EE) t*^>&§f (8E) K#tt 

[0 0 3 8] MJtfffiJ:^**? >Moimttlltt 



76 



*vy hOiilEfctail cuff j££fflv>TiB56Lfc 0 
to 

[0 0 3 9] 
«2] 



$2 



MM) 



fcff (g) 
<frB£ft (ir) 

feHnft+tiiis* (Eg) 



421.8318.42 331. 43± 12. 23*' 328. 75 ±13. 85" 
1101.67+31.14 1217.29±29. 15 1056. 62 ±60. 49 4 
739.67±20.90 932. 00+22. 07" 779.50143.23" 



ifrBKM/fefi (ag/g) 2.6110.05 3.7110.18" 3.21±0.10'" 

(^Igl4-f»St)/»l (cg/g) 1.7510.03 2.8410.14" 2.37+0.07"" 

*ftffi8*K:*f LT"P<0.01 
•■ftftCttLT *P<0.05. "P<0.01 



[0 0 4 0] 9 ? h 
yum) tftSLfco &&#£Elastica-Var>^ieson &fe* 



20*U Mim^mm (IBASM, Carl Zeiss) £fflv> 

[0 0 4 1] 
[*3] 



C/zm) Cma*) 















4 


B5± I 


0.4110.01 


0. 27±0. 01 




3 


136+ 5 " f 


0.63 1 0.04" 


0.35±0. 02" 


■fetM >ftff 


5 


10714" 


0.48±0. 03* 


o.28±o. or 














4 


56± 1 


0. 12±0.003 


0. 33 ±0. 02 




3 


89± 2 ••• 


0.2410. OK" 


0.4910.02" 




5 


73± 3 :; 


o.M±e.oi::« 


0.42+0. 02' 




•P<0.05, 


"P<0.01. 


•••p <0.001 






4 P<0.05. 


"P<0.01. 


+ "P < 0.001 





[0 0 4 2] #&&KJ3v>TA"b*l£rtlE<0_t#, >L*K 

[0 0 4 31 gjggy. . SD*«tt?7F (M200 
~2 4 0 g) «r^Wi*»RUffi^ 'J v"f (rtSO. 2nm) 

igii. 2k, i cH*tt*jmffi*rA'*fiSKu i 



0RW«B6 3- 5 3 6 4 2) CiSoT, ffiSMflfftfa J: •) 
SB8U:tt5;-rt' (ffc-MfcA) , JfflffifMBflffttl <fc 9 

suss > (ft^B) , xw^a^-or-th 

V«mV&.fc»)IH*(L*:2- (3, 4->?-U>v**-> 
7*-M -6- (3-> h*->-4 -fc KD*v7x 
-*) -3, 7-v***fcfv*a (3. 3. 0] 
(ft«»C) , 
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[0 0 4 41 2, 6-tfX- (3 - > h*->-4 -fc K 

o^->7*-;u) - 3, 7 -->*** '•ftr-s^u (3. 

3. 0) (ffc^D) , 2- (3, 4->^-U 

;/->***•> 7* -AO -6- ( 3 - > h^rx— 4-tK 
□ 4-/7i/'*v) -3. 7-v**-*krv?n (3. 
3. 0).*?*> (ffrg-fcE) £ 1 'M^L^ft-fft 
OflMEK-StfLfc. 4ii(yiffe, 77 hOjfiiJIfctail cuf 
f &i%^Xm&ltZo #jift»OjHE»4 1 8 5. 4± 
7. 3 (ramHg) K±#U ft^A, B, C,. DSCKE 
£E£L£W4£- ! l-;i*-i:t:J:tK -tit-eft 1 5 1 . 
3±6. 6, 15 9. 7±7. 1, 16 3. 2±8. 
3, 15 6. 4 ±5. 4&t>'16 2. 0±5. 9 (mmH 
g) UBWLfc. 

[0 0 4 5 ] liij . /^-8jtMO.«BW»ft (f- 



;8 



2. 4 g*DX.T»ffi»f* (7-*V$0 *6*«f 

[Q 0 4 61 gjfcW.S . ^^WSIS^O. 5g*«* 
W&2 0. 5gfc8lfrU ZtUZW^v^i/fs-f 
>7 9g5rlrax., 5i:iE-&L^o COMIKI 0%/n 
-f KD*->7*nif;v-t:;wn-^ • x? y -^jgiKi 0 0 
■I**]*.. #8c««)feoftU WLffiU &»LTJB*): 

giai . $%^<0|fit^7 gfcfc^WS^ 0 gtift 
C*HC»«f*-fc^D-x 1 0 g> 'J >B?"7 

:T*->7A3. Og. ILtl6 0 gSrJ)DxiS-&L, ^OiS 
r#T«LrS 7 im, fifil 0 Omg 

0«#JtRj|Lfc. 
[0 0 4 7] jSttfil- .*»WO»»#2. 5g*DIK* 



**>#ffi&t4#K-**TO- 1 0M (Bft* 5 #*X) 

2 o o gi:i 2 2 X3?so&i&s?.u ;*iu6 ox; etna 

l/cSttUfcS&ffljM. 7 9 7 5 1 fcADX-T J: < VtW 

%tetj8. -tfv^v 1 0 OSfifiSat/ftiiS^'J-t'J >3 
5«*»t:**t0i5 0-6 0XXigft?U *fil£2 0 0 
0 Ocps O-tfT^^&RfclHSLfc, 9 
5. 1 %. M9 Z >Eift2. 9%. %tm\ tMfcfflLfc 
10 #5£iHoKzgttO?I£1&2%£fc£U ASttfclML 

. fcffv, 1 S&fc •) 1 8 OmgOflg^ 77 h 

*7"-t^Sr9!fjiL^o tt*V<fc*ltt+t=<*« 
If SftOyfc-g-W 3 . 6mg, <r - h 37o.n-;u*»2. 

3 4mg-§-i*tT^£o 

*ttW9 . .K2p»ft»&ttSHR (SHRSP) (».. 
8J1I6S) *l»8EfcU #Ji^»t-t*5 >&&<D2 
*M=#itfc. #»fc»fi7fflR*&*fflfc (MSP, 

20 m<r>v'**W->*ti[ 3. 3. 0] >&&ft"0 

fft-frfj 5 1. l %, iW5 > : 4 7. 

8%. -ec0ffiO->'* 3. 3. 0] tf*? 

1.1%) *e*Lfc-fc*5 >At4*.fc. 
BiifflfBIWU Kali, HMt»: £tf 

eBltftJItW^iSrP^fc. e***4K*1\, SHR 

JO [0 04 8] 
1*4] 



$ 4 








# m (g) 


2 5 5 ± 1 3 


2 5 2 ± 4 


Jfo £ (amNg> 


2 6 7 ± 7 


2 6 0 ± 7 


KSS (g) 


2. 0 2 ± 0. 0 9 


1. 8 0±0. 0 8 


Bg«4>ft£* CK) 


5 0 (4/8) n 


0 (0/8) 
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(11) 



#(5?]¥8-2 6 8 8 8 7 



[Hi] 



200 




0 7 14 21 



[H2] 



250 




u 

■ 0 



7 14 21 

(SB) 



35 



*fl(Vf»t:3Ht.T ' P < 0.05, '* P < 0.01 

•aaeruHUT , p<o.o5."p<.o.oi 



*ft«l»i:«t/T "p<o.oi 
oafi«i:»tT t p<o.os. M P<o.oi 



[#mije»] 

[HfflB] ¥*8^2^ 9 B 
[^WtZ l J 

MiiE****«*] 

[tlIE*t*£§£] 0 0 3 7 
[MiEtfiS] £S 
[MIErtS] 

[0 0 3 71 ggifeg92 . SD?Jft7-^ (6ilt») 2 
1 GEOfcWJHfcffitfi L£„ lilW&, ?yr-**JWW 
tDOCAfcfflffUfrltfco D0CA&*18liD0CA 

(ftSfi*-/3W3^fDy) (1 5mg 

/Kg, 2B/a) «rffvs l%£t§7k£«JR$-£TD0 
CA£*lfcJillE*f'**ft!HU fril&Sf (7 EE) t-b 



(8 BE) Kfrltfc. 
[*tt*jE2l 

[ffiiE*=f*&is^] mmm 

WiEtt&mBZ) 0 0 3 8 
[*jE*ifc] 

[0 0 3 8] WilftSfis i o-'-b-t $ ofiWii&Sfe 
tUl tnttwlltttfflv^. ft»>o**fflt (6 BE) 

JfilEfctail cuff ifc*fflv>T8J5&Lfco £**l2 2K;jc 

+. hi:, 4iaiMi*««>9y r u 
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